Proliferation marker expression in the brains of uninfected, SIV-infected, and SIV encephalitic rhesus macaques. Immunohistochemistry for three cell cycle regulators, Ki-67, p16INK4a, and cyclin D1 was performed. Uninfected controls (right column) showed little to no immunoreactivity (DAB, brown) for all three markers, indicating minimal levels of replication. SIVnoE animals (middle column) showed expression in a few scattered cells associated with the vasculature. SIVE animals (left column) demonstrated strong immunoreactivity in the perivascular space and within encephalitic lesions. Sections were counterstained with nuclear stain hematoxylin (blue). Table S1 ). This was a rare subpopulation, but could point to the ability of some PVM to be long-lasting and capable of self-renewal. Supplementary Fig. 6 Fig. S6 Comparison of two anti-Ki-67 monoclonal antibodies, clones MIB-1 and SP6, reveals greater immunoreactivity for the latter in macaque tissue sections. Immunohistochemistry for the MIB-1 (a, c) and SP6 (b, d) clones of Ki-67 in serial sections of inguinal lymph nodes of normal monkeys (a, b) and occipital cortex of SIVE monkeys (c, d) showed weak staining (DAB, brown) for the former and strong reactivity for the latter. In particular, whereas SP6 clearly showed Ki-67+ cells concentrated in the germinal centers of lymph nodes, MIB-1 staining was present but faint. Additionally, Ki-67+ cells and mitotic figures were readily found throughout lesions in SIVE animals when using SP6, while, when using MIB-1, only a few faint Ki-67+ cells could be detected. Sections were counterstained with nuclear stain hematoxylin (blue). Magnifications: x50 (a, b) and x100 (c, d). DAB incubation for MIB-1 was 10 min compared to <2 min for SP6.
